Dear Editor:

Pemphigus is an autoimmune mucocutaneous blistering disease induced by antibodiesbind to desmoglein (DSG) 3 and 1. Nevertheless, people\'s understanding towards molecular mechanisms underlying the progression of the disease is incomplete. High mobility group box 1 (HMGB1), a ubiquitous nuclear protein expressed in almost all cell types, could be translated to cytoplasma and released extracelluarly during sterile inflammation and infection. Extracellular HMGB1 contributes to inflammatory reaction and tissue damage through its receptor advanced glycation endproducts (RAGE). Moreover, neutralizing HMGB1 can attenuate inflammation and tissue damage in many types of inflammatory conditions including arthritis, colitis, sepsis and ischaemia reperfusion[@B1]. Thus, serum levels of HMGB1 and tissue expression of HMGB1 and its receptor RAGE in patients with pemphigus were investigated herein.

This study consisted of 27 patients with pemphigus, 22 with bullous pemphigoid and 32 age- and gender-matched healthy subjects. All patients were not on drugs 15 days before this study. Pemphigus patients were treated with systemic corticosteroids and intravenous immunoglobulin therapy. Their serum samples, collected before and after treatment, were examined by enzyme-linked immunosorbent assay (ELISA; RapidBio Laboratories, Calabasas, CA, USA) under instructions of the manufacturer. Skin expression of HMGB1 and RAGE were observed from 15 patients with pemphigus, 12 with bullous pemphigoid, as well as 15 age- and gender-matched healthy individuals. Immunohistochemistry were used to detect the expression of HMGB1 and its acceptor RAGE using antibodies against HMGB1 (clone EPR3507; Epitomics, Burlingame, CA, USA), RAGE (Boster Biological Technology Co., Ltd., Wuhan, China) and horseradish peroxidase-conjugated secondary antibodies.

As shown in [Fig. 1A](#F1){ref-type="fig"} pemphigus patients had significantly higher serum HMGB1 levels than bullous pemphigoid patients, and healthy controls. As presented in [Fig. 1B](#F1){ref-type="fig"}, serum HMGB1 levels in 16 pemphigus patients before treatment were significantly higher than those after treatment (*p*=0.008). As shown in [Fig. 2](#F2){ref-type="fig"}, HMGB1 expression was found principally. Skin expression HMGB1 from healthy individuals and Bullous pemphigoid was nearly entirely confined to nucleus. In contrast, plentiful cytoplasmic of HMGB1 was detected in the epidermis of lesional skin in pemphigus patients. Besides, the skin expression of RAGE was negative in controls, strong positive in pemphigus patients and weak positive in bullous pemphigoid patients.

As we know, pro-inflammatory cytokines or cellura apoptosis is involved in HMGB1 release. In the pathogenesis of pemphigus, apoptosis promotes the separation of epidermal cells, which causes acantholysis of matrix cells, together with the stimulation from proinflammatory factors, abnormal expression of HMGB1 can be inferred[@B2][@B3]. Our previous work showed the existence of cytoplasmic expression of HMGB1 in lesional skin of psoriasis[@B4]. In this work, we indicated that HMGB1 serum levels were obviously increased in pemphigus patients. Furthermore, cytoplasmic expression of HMGB1 and overexpression of it receptor RAGE in the epidermis observed in pemphigus skin lesions. Therefore, we suggest that HMGB1/RAGE interaction may contribute to inflammatory reaction and tissue damage in pathogenesis of pemphigus. Further study is undergone to explore the function of HMGB1 in the pathogenesis of pemphigus, and achieve a new therapy method by inhibiting their interaction.
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![Serum levels of high mobility group box 1 (HMGB1) were determined by enzyme-linked immunosorbent assay. (A) Serum levels of HMGB1 were obtained from 27 patients with pemphigus, 22 with bullous pemphigoid and 32 control subjects. Serum HMGB1 levels in patients with pemphigus were significantly higher than those in control subjects. *p*-values are based on the Mann-Whitney U test. (B) Wilcoxon signed ranks test for paired data showed that serum HMGB1 levels of 16 patients with pemphigus before treatment were significantly higher than those after treatment.](ad-29-121-g001){#F1}

![Tissue samples were obtained from 15 patients with pemphigus, 12 patients with bullous pemphigoid and 15 control subjects. The expression of high mobility group box 1 (HMGB1) and receptor advanced glycation endproducts (RAGE) in the skin was detected by immunohistochemistry. The skin expression of RAGE was negative in controls, was strong positive in pemphigus patients and weak positive in bullous pemphigoid patients. Inset: HMGB1 expressed in cytoplasm of patients with pemphigus. Scale bars=50 µm.](ad-29-121-g002){#F2}
